And then, the pharmacokinetic profile of omeprazole was examined in selected 15 volunteers (G1~G5,
each three subjects). A correlation between the rate of metabolism of omeprazole and genotype was
observed. There were significant {p<0.05 to 0.01) differences in the disposition kinetics of omeprazole
between the subjects with patterns G1, G2, and G3 and the subjects with patterns G4 and G5. The
results indicate that the 5-hydroxylation pathway of omeprazole is clearly impaired in subjects with
m1/m2 and mt/m1. :

[PE2-12] [ 10/19/2001 (Fri) 09:00 - 12:00 / Hall D ]

The Effect of Bile juice on the Bioavailability and Pharmacokinetics of Acebutolol and
Diacetolol After Oral Administration of Acebutolol

Choi JunShik®, Jung Eundung
College of Pharmacy, Chosun University

Acebutolo! (ABT) is almost absorbed after oral administration, but its bioavailability is reduced because
of considerable first~pass metabolism through the gastrointestinal and liver. The purpose of this study
was to report the effect of bile juice on the biocavailability and pharmacokinetics of ABT and its
metabolite, diacetolol (DAT) after oral administration of acebutolol in control rabbits and rabbits with
bypass of bile duct. Plasma concentrations and the area under the plasma concentration—time curves
(AUC) of ABT and DAT were increased compared to control rabbits, but that of DAT was significantly
influenced (p<0.05). Absolute bioavailability(A.B.) of ABT in rabbits with bypass of bile duct(71.8%) was
higher than control rabbits and also relative bioavailability(R.B.) of ABT was increased to 122%. Peak
concentration time(Tmax) of ABT and DAT in rabbits with bypass of bile duct was significantly prolonged
compared to control rabbits(p<0.01). Mean Resident Time (MRT) of ABT and DAT in rabbits with bypass
of bile duct were significantly increased (p<0.05) compared to control rabbits. Half-life of ABT and DAT
in rabbits with bypass of bile duct were prolonged compared to control rabbits but that of DAT was
significantly influenced (p<0.05). The results suggest that the dosage of acebutolol should be adjusted
in disorder of bile juice flow.

[PE2-13] [ 10/19/2001 (Fri) 09:00 - 12:00 / Hali D ]

Prediction of population pharmacokinetic parameters of aceclofenac using Monte
Carlo simulations

Cho HeaYoung®, Yun JiHun, Lee YongBok

College of Pharmacy and Research Institute of Drug Development, Chonnam National University,
Kwangju 500-757, Korea

The aceclofenac data analysis suggested that pharmacokinetic parameters were an important predictor
of efficacy outcome. The purpose of this study is to estimate the relationship between individual
pharmacokinetic and population pharmacokinetic parameters using Monte Carlo method. Plasma data
from 21 healthy male subjects who participated in pharmacokinetic studies of aceclofenac were included
in this analysis. After each subject received a single 100 mg oral dose of aceclofenac, 2-compartment
model was fitted to the aceclofenac data using WinNonlin. In addition, one thousand Monte Carlo
simulations were conducted assuming that the normal distribution of the pharmacokinetic parameters,
such as A, B, a, B, Ka, K21 and Tlag, obtained from the individual subjects. The results demonstrate that
Monte Carlo simulations as adjuncts to the current methods could be used for prediction of population
pharmacokinetic parameters of aceclofenac.

[PE2-14] [ 10/19/2001 (Fri) 09:00 - 12:00 / Hall D ]
Brain Distribution of Dehydroevodiamine in Rats
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Dehydroevodiamine (DHED) is an experimental new drug candidate that is intended for use in the
treatment of Alzheimer’s disease. The drug is thought to exert its pharmacological action via
cholinesterase inhibition, similar to tacrine and donepezil. The objective of this study is to characterize
kinetics of brain distribution for DHED in rats. The drug was intravenously infused (0.2, 0.5, 0.02
ma/min) for 15 min to Sprague—-Dawley rats (body weight 280-350 g). At predetermined time, the animal
was sacrificed by decapitation and the brain was immediately removed. In addition, trunk blood was
collected. The tissue was then weighed and homogenized in 2 fold volume of saline (pH 7.4). The
concentration of DHED in the brain homogenate was compared with that in the plasma by an HPLC
assay for DHED. In the dose range studied (1 mg/kg-10 mg/kg), temporal profiles of brain DHED
concentration was almost identical to those in plasma, indicating that the drug crosses the blood brain
barrier by passive diffusion. As a result, brain to plasma concentration ratio {Kd brain ) is approximately
1. To determine whether DHED was first transported to the cerebrospinal fiuid (CSF) and subsequently to
the systemic circulation, temporal profile of DHED concentration in the CSF is also monitored. in all
samples collected, CSF concentration of DHED was negligible, indicating that the drug may not be
primarily eliminated via the blood-CSF barrier. Therefore, these data indicate that distribution kinetics of
DHED from the systemic circulation to the brain is primarily mediated by the passive diffusion in the
plasma concentration between 2 and 800 ng/ml

[PE2-15] [ 10/19/2001 (Fri) 09:00 - 12:00 / Hall D ]

Tissue distribution study in nude mice bearig solid lung tumor after administration of
thermosensitive drug KBPS3804A

Chun SungKuk
College of Pharmacy, Kyung Hee University

KBP93804A is a developing thermosensitive anti-tumor drug in solid tumors. The platinum distribution of
KBP93804A was compared with that of cisplatin in nude mice bearing solid fung tumor after single dose
treatment. Various main organs such as liver, lung, heart, brain, tumor, kidney and whole blood were
collected at 0.5, 1, 5, 12, 24, 48, 72 hours after intra—tumor administration. After digestion with HNO3
and then H202, Pt was measured with inductively coupled plasma-mass spectrometry(ICP-MS).
Platinum concentration at tumor after KBP93804A was significantly higher, whereas this concentration at
kidney was much less than those of cisplatin. Based on these results, this novel platinum(il)
thermosensitive compound (KBP93804A) represents a valuable lead in the development of a new
anticancer chemotherapeutic agent capable of improving antitumor activity and low nephrotoxicity.

[PE2-16] [ 10/19/2001 {Fri) 09:00 — 12:00 / Hall D }
HPLC Analysis, Stability, Blood Partition, Protein Binding, and Dose—-independent

Pharmacokinetics of A New Reversible Proton Pump Inhibitor, KR—60436, after
Intravenous and Oral Administration to Rats

Yu SuYeonm, Kim EunJung1. Kim YoonGyun1, Kim SunOkz, Lee DongHaZ, Lim Hongz, Kim SoHees, and
Lee MyungGuII1

College of Pharmacy and Research Institute of Pharmaceutical Sciences, Seoul Nat'l Univ.‘. AgroPharma
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